12/02/2004* 1 1:24 -FAX 1212 808 0844 



N M M NEW YORK 



©004/017 



Application No. 09/582,719 
Amendment Dated December 2, 2004 
Reply to Office Action of June 2, 2004 



AMENDMENTS TO THE CLAIMS: 

This listing of claims will replace all prior versions, and listings of claims in the application: 
Listing of aaims : 



t . {Currently Amemled) An isolated and purified polynudeotide encodino the 

sequence Sequonoo of a human b6ta2-adrenergic receptor gene according to 
SEQ ID NO: 1 . the sequence comprising at least one l>ase substitution at one or 
more positions seiected from ttie group consisting of positions 159, 245, 565, 
934, 11 20, 1221 , 1 541 , 1 568, 1 839, 21 1 0, 264Q and 2826. 

2. (Withdrawn) Sequence according to claim 1 wherein it involves completely or 
partly the substitution of bases T -> A (position 159), A -> G (position 245), G -> 
A (position 565), G -> A (position 934), G -> C (position 1 120), C -T (position 
1221), C -> T (position 1541), T -> 0 (position 1568), A -> G (position 1633), C 

Q (position 1666), G -> A, (position 1839), C -> T (position 2078), C -> A (position 
21 10)< Q "> C (position 2640) and G -> A (position 2826). 

3. (Currently amended) Sequence according to claim 1 characterized by the 
mutations wherein residue 1541 is a T 16^1 T , residue 1 633 is an A and residue 
1666 is^C. 

4. (Withdrawn) Sequence according to claim 1 characterized by the mutations 1541 
C, 1633 G and 1666 G. 

5. (Withdrawn) Sequence according to claim 1 characterized by tlie mutations 1541 
T. 1 633 G and 1666 C. 
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6. (Withdrawn) Sequence according to claim 1 characterized by the mutations 1541 
T, 1668 T, 1 633 A and 1666 a 

7. (Withdrawn) Sequence according to cfaim 1 characterized by the mutations 1 541 
C. 1568 C. 1633 Q and 1666 G. 

8. (Withdrawn) Sequence according to claim 1 characterized by the mutations 1541 
T, 1568 T, 1633 G and 1666 C. 

9. (Currently amended) A method for determining dispositions to hypertension 
dieoaooc w herein the DMA of a proband Is extracted and analyzed for sequence 
variations, and is compared with at least one similarty analyzed reference DNA 
sequence, wherein the reference DNA sequence comprises a base substitution 
at one or more positions selected from the group consisting of positions 159, 245, 
565, 934, 1120, 1221, 1541, 1568, 1839, 2110, 2640 2826. Wherein the presence 
of mutation at one or more of the positions indicates a predisposition to 
hypertension- and wherein the method comprises the steps of: 

1, hybridizing at least one pair of primers to genomic DNA 

comprising the beta2-adrenergic receptor gene according to SEQ 
ID NO: 1 under conditions suitable for performing PGR; 

ii. amplifying one or more genomic sequences by PGR; 

ill. analyzing the amplified sequences to discern differences between 
the proband and reference DNAs. 

1 0. (Currently amended) Method according to claim 9 wherein the DNA of a proband 
is extracted and oenotyped genotypif i od at least In position 1 633. 
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1 1 . (Currently amended) Method according to daim 9 wherein the DNA of a proband 
is extracted and genotvped gonotypifiod at least in the three positions 1 541 , 1 633 
and 1666. 

1 2. (Currently amended) Method according to claim 9 wherein the DNA of a praband 
is extracted and genotyped gonotypif i od at least in the four positions 1 541 , 1 568, 
1633 and 1666. 

1 3. (Currently amended) Method according to claim 9 wherein the DNA of a proband 
is extracted and aenotyped g e notypif ie d at least in the seven positions 245, 565, 
934, 1541, 156B, 1633 and 1666. 

14. (Currently amended) Method according to claim 9 wherein the positions 1 541 , 
1 568, 1 633 and 1 666 are aenotvped gonotyp i f i od . 

1 5. (Currently amended) Method according to daim 1 4 wherein at least 3 of the 4 
positions 1541, 1568, 1633 and 1666 are penotyp ed q e notypHf i o d, 

1 6. (Currently amended) Method for determining the disposition to hypertension 
die po B lt i ons to disoaooc according to the claim 9, wherein the positions 1541 , 
1633 and 1666 are genoty ped g e notypif i od . 

1 7. (Currently amended) Method according to one of the claim 9 wherein _qe_notvping 
ge notyp i fying is brought about by sequencing or other methods suited for 
detecting variants. 

1 a. (Currently amended) Methods according to ono of the daim 9 for determining a 
disposition to high blood pressure and deviations of the blood pressure from the 
standard ^and oth e r Gard i ovacoular dis e as e s inc l uding myocardial i nfarotion and 
apoplexy; for d e t e rm i ning a dicpoo l t l on to neuropoychiatric diseasoo colootod 
from tho group cones i ot l ng of ouch ao d e pr e ssion, anx i oty cyndromoc, attention 
d e f i c i t d i oordor wrth hyperaot i vity, oating d i sorder, o.g, anorox i a non^ooa and 
bulimia or d i sordorc caupod by poet traumat i c st F OOc; for dotorm i n i ng^ 
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d i cpocition to d i ooQc e e of tho autonom i c nervouo cyctom cuch ae e .g. Bradbury 
Eggl e ston, Sky Drog s r and Ri l oy Day e yndrom e s and dicpo B rtion s to so l cotrvo 
noradr e n e rg i c and baror e o e ptore or migrain; for det e nn i ning a d iB pos l tlon to 
a lle rgic diseaeoe, in particular asthma and atopic d i sordor; for d e t e rmining a 
di s po s it i on to metabol i c d l Goacos suoh ao obooity and family "morb i d obocity^ 
i ncluding a pr e dict i on of tho wo i ght aroa ao cuch or a dioposit i on to a chango of 
we i ght, inc l uding a prodiotion of th e proportion of tho m e a s ur e mcnto of tho body 
as 6U0h ac oxpr esse d dg, i n tho "body mase i ndox" (BM I ). 

1 9. (Currently amended) Method according to on e of tho claim 9 for determining an 
individually different reactivity of the autonomic nervous system, in particular to 
endogenous and exogenous stress. 

20. (Previously presented) Method according to claim 1 9 for determining an 
individually different disposition to modification/deflections of blood pressure 
and/or heart rate caused by endogenous and exogenous stress or an individually 
different sensitivity/resistance to salt. 

21. (Currently amended) Method according to ono of tho claim 9 for determining the 
course and the degree of severity o f hvoertension. diGOQDoc s uch as o,g. 
m e ntion e d in claim 18, e.g. of nouropcych i atr i c dieoacoc cuch a s d e pr e ssion and 
anxiety cyndromoo, of oardiovQccu l ar d i GoacoD i nc l uding myocardial inf a rct an d 
apop l exy, of d ise a se s of tho autonomic norMOuc cyctom and a ll o r g i o dieoacoc 
such ao 0. g, asthm a. 

22. (Withdrawn) Method according to one of the claim 9 for determining a disposition 
to metabolic diseases such as obesity. 

23. (Currently amended) Methods-according to on e of the claim 9 for predicting the 
survival time after severe diseases selected from the group consisting of such ac 
after a myocardial Infarct, stroke, cardiac failure and/or apoplexy. 

24. (Canceled) 
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25. (Canceled) 

26. (Canceled) 

27. (Canceled) 

28. (Canceled) 

29. (Canceled) 

30. (Canceled) 

31 . (Canceled) 

32. (Canceled) 

33. (Canceled) 

34. (Currently amended) A human beta2-adrenergio receptor genomic DNA 
polynucleotide sequence variant determined by the method of claim 9, wherein 
the polynucleo tide sequence variant comprises a base substitution at one or more 
positions of a reference DNA sequence, the positions being selected from the 
group consisting of positions 159, 245. 565, 934, 1120, 1221, 1541, 1568, 1633, 
1666, 1839, 2078, 2110, 2640 and 2826. 

35. (Currently amended) A polynucleotide sequence variant of claim 34 comprising 
one or more base 

substitutions selected from the group consisting of: 

(i) at position 1S9, T-*A; 

(ii) at position 245, A-^G; 
(III) at position 565, G-*A; 
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(iv) at position 934, G-*A; 

(v) at position 1120, G-»C; 

(vi) at position 1221, C-T; 

(vii) at position 1541, C-*T; 

(viii) at position 1568, T-^C; 
(Ix) at position 1633, A-^G; 

(x) at position 1666, C-^G; 

(xi) at position 1839, G-*A; 

(xii) at position 2078, C-*T; 

(xiii) at position 2110, C-A; 

(xiv) at position 2640, G-*C; and 
(XV) at position 2826, G-*A. 

36. (Currently amended) The genomic DNA variant determined by the method of 
claim 9, wherein the polynucleotide sequence var i ant comprises one or more 
substitutions selected from the group consisting of a T at position 1541 , an A at 
position 1 633, and a C at position 1 666. 

37. (Withdrawn) The genomic DNA variant detemriined by the method of claim 9, 
wherein the variant comprises one or more substitutions selected from the group 
consisting of a C at position 1541, a G at position 1633, and a G at position 1666. 

38. (Withdrawn) The genomic DNA variant determined by the method of 

claim 9, wherein the variant comprises one or more substitutions selected from the 
group consisting of a T at position 1541, a G at position 1633, and a C at position 
1666. 

39. (Cun-entty amended) The genomic DNA variant determined by the method of 
claim 9, wherein the polynucleotide sequence variant comprises one or more 
substitutions selected from the group consisting of a T at position 1 541 , T at 1 568, 
A at position 1 633, and C at position 1 666. 

40. (Withdrawn) The genomic DNA variant determined by the method of claim 9, 
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wherein the variant comprises one or more substitutions selected from the group 
consisting of a C at position 1541 , C at position 1568, G at 1633 and G at position 
1666. 

41 . (Withdrawn) The genomic DNA variant determined by the method of claim 9, 
wherein the variant comprises one or more substitutions selected from the group 
consisting of a T at position 1541, T at position 1568, G at 1633 and C at position 
1666, 

42. (Previously presented) The sequence of claim 1 , further comprising base 
substitutions at one or more positions selected from the group consisting of 
positions 1633. 1666 and 2078, 

43. (Currently amended) The polynucleotide sequence variant detemriined according 
to the method of dalm 9, further comprising a base substitution at one or more 
positions selected from the group consisting of positions 1633, 1666 and 2078. 
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CONPrnONAL PETITION FOR EXTENSION OF TIME 

If entry and consideration of the amendments above requires an extension of time. 
Applicants respectfiilly request that this be considered a petition therefore. The Assistant 
Commissioner is authorized to charge any fee(s) due in this connection to Deposit Account 
No. 14-1263. 

ADDITIONAL FEE 

Please charge any insufficiency of fees, or credit any excess, to Deposit Account No. 
14-1263. 
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